WO 2005/054469 



PCT/CA2004/002084 




FIG Me ±, 



1/16 



WO 2005/054469 



PCT/CA2004/002084 




2/16 



WO 2005/054469 



PCT/CA2004/002084 




WO 2005/054469 



PCT/CA2004/002084 




mb&& umem^m &mt t*&* _ i^g^ f^^& mm . » 



m!r ~ "* ** ^ ••=■■ • &plk© Fnafesfo 

[ri'.Cltf v^ l ! .... : , . .1. 



tottoflB»«JftK» amta ■ .RTOia «J4 is^mis? jmat? ■ zm&m 



1 Puttied Virus 



4/16 



WO 2005/054469 



PCT/CA2004/002084 




Serum BiUMmit 

-S3 ^gfg-^MHS- 




5/16 



WO 2005/054469 



PCT/CA2004/002084 



a «j w >o u m h 

N H rl H r) rl N 
ri rl H H ri H H 




^ ^ ^ ^ fcn totn 

' tJI fcfl Ol Ut D* *H *H -H 
•rt -rl -H -H -H *H — J «H 
H H H H 'H J I 1 

I 1 1 1 1 -a m m 
h err *a r- m tH -h tH 



6/16 



WO 2005/054469 



PCT/CA2004/002084 




r-t cm «J n r-i 
t!u o o o t*> 



7/16 



WO 2005/054469 



PCT/CA2004/002084 



SARS-specific monoclonal antibodies, Heavy chains (VH), amino acid sequences 
F26G3-VH 

E VRLQQ S G PEL VKPGAS VKI S CKT S GYT F T E YTMHWVKQ S HGKNLEW I GG IN PNNGGT T YNQKFKG 
KATLTVDKSSNTAYMELRSLTSEDSAVYYCSRGDYGTSYGYFDVWGAGTTVTVSSAKTTAPSVYPL 
A 

F26G7-VH 

VELLESGTVLARPGASVKMSCEASGYTFTTYWMHWIKQRPGQGLEWIGAIYPGNSDTTYNQKFKGK 
AKLTAVTSTSTAYMELSSLTNEDSAVYYCTREGIPQLLRTMDYWGQGTSVTVSSAKTTPPSV 

F26G9-VH 

VQLLES GTVLARPGAS VKMS CKAS GYS FT S YWMHWVKQR PGQGLEWIGAI YPGNSDTS YNQKFKGK 
AKLTAVTSASTAYMELSSLTNEDSAVYYCTRSVYYGYGYFDVWGAGTTVTVSSAKTTPPSV 

F26G10-VH 

EVQLEESGTVLARPGASVKMSCKASGYS FT SYWMHWVKQRPGQGLDWIGAIYPENSDTS YNQKFKG 
EvAKLTAVTSASTAYMEHSSLTNEDSAVYYCTRSVYYGYGYFDVWGAGTTVTVSSAKTTAPSVYPLA 
PVCGDTTGSSVTLGCLVKGYFPEPVTLTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVTSSTWPSQ 
S ITCNVAHPAS STKVDKKI E PRVPTSQN 

F26G18-VH 

LVQLEESGTVLPRPGASVKMSCKASGYTFTSYWMHWVKQRPGQGLEWIGAIYPGNSDTNYNQKFKG 
RATLTAVTSTSTASMELSSLTNEDSAVYYCTRDGYGSLYYYAMDFWGQGTSVTVSSAKTTAPSVK 

F26G19-VH 

EVQLEESGTVLARPGASVKMSCKASGYTFTTYRMHWIKQRPGQGLEWIGAIYPGNSDTTYNQKFKD 
KAKLTAVTSTSSAYMELSSLTNEDSAVYFCTREGIPQLLRTLDYWGQGTSVTVSSAKTTAPSVYPL 
A 

F26G1-VH 

EVQLEESGPGLVAPSQSLSITCTVSGFSLTNYDISWIRQPPGKGLEWLGIIWTGGGTSYNSAFMSR 
LSISKDNSKSQVFLKMNSLQTDDTAIYYCVRDRVYYFPMDYWGQGTSVTVSSAKTTAPSVYPLA 

F26G6-VH 

MEWSWVFLFLVATATDVHSQVQLQQPGAE LVKPGASVKVSCKASGYTFTNYWIHWVKQRPGQGLEW 
IGEINPGNGRTNYNGNFMNKATLTVDKSSNTAYMQLSSLTSEDSAVYHCARLDYWGQGTTLTVSSA 
KTTPPSV 



F26G8-VH 

VQLLESGAELVKPGASVKVSCKASGYTFTSYWIHWVKQRPGQGLEWIGEINPSNGRTNYNGNFESK 
ATLTVDKSSNTAYMHLSSLTYEDSAVYHCTRLDYWGQGTTLTVSSAKTTAPSVYPLA 



Neutralizing mAbs are in bold text. 
FIGURE 7 
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SARS-specific monoclonal antibodies, Light chains (VL) 5 amino acid sequences 
F26G3-VL 

DILMTQSPTSFAVSLGQRATISCRTSQSVSTSSYSYMHWYQQKPGQPPKLLIKYASNLESGVPARF 
SGSGSGSDFTLNIHPVEEGDTATYYCQHSWEIPCAFGGGTKLEIKRADAAPTVS 

F26G7-VL 

ELVMTQSPSSLSASLGERVSLTCRASQEISGYLSWLQQKPDGTIKRLIYAASTLDSGVPKRFSGSR 
SGSDYSLTISSLESEDFADYYCLQYISYPWTFGGGTKLEIKRADAAPTVS 

F26G9-VL 

DILMTQSHKCMSTSVGDRVSITCKASQDVSTAVVWYQQKPGQFPKLLIYWASTRHTGVPDRFTGSG 
SGTDYTLTISSVQAEDLALYYCQQHYTTPYTFGGGTKLEIKRADAAPTVS 

F26G10-VL 

DILMTQSHKFMSTSVGDRVSITCKASQDVSTAVAWYQQKPGQSPKLLIYWASTRHTGVPDRFTGSG 
SGTDYTLTISSVQAEDLALYYCQQHYSTPYTFGGGTKLEIKRADAAPTVS 

F26G18-VL 

ELVMTQSPSSLSASLGDRVTISCRASQDISNYLNWYQQKPDGTVKLLIYYTSRLHAGVPSRFSGSG 
SGTDYSLTI SNLEQEDIATYFCQQGYTLPYTFGGGTKLEIKRADAAPTVSKGEFQHTGGRY 

F26G19-VL 

DILMTQSPSSLSASLGERVSLTCRASQEISGYLSWLQEKPDGTIKRLIYAASTLDSGVPKRFSGSR 
SGSDYSLTISSLESEDFADYYCLQYVSYPWTFGGGTKLEIKRADAAPTV 

F26G1-VL 

ELVMTQS PVS ITASRGEKVT ITCRAS SSI S SNYLHWYQQKPGSS PKLLI YRTS ILASGVLDTFSGS 
GSESSYTLTISCMQDEVAATYYCQQGSSSPPHVRRGDQAGISrKTG 

F26G6-VL 

ELVMTQS PASLSVATGKKVTIRCISSTDIDDDMNWYQQKAGKPPKLLISEGNIFSPGVPSRFSSSG 
NGTDFVFTVENTLSEDVADNYCLQSDNMPFTFGSGTKLGIKRADAAPTVS 

F26G8-VL 

ELVMTQS PASLSVITGKKVTIRCISNTDIDDDLNWSQLKAGEPPKLLISEGNIFSPGVPSRFSSSG 
NGTDFVFTIENTLSEDVANNYCFQSDNMPFTFGSGTKLEIKRADAAPTVS 

Neutralizing mAbs are in bold text. 

FIGURE 8 
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SARS-specific monoclonal antibodies, Heavy chains (VH), nucleotide sequences 
F26G3 VH 

ATGGAATGGAGCTGGGTCTTTCTCTTTCTCCTGTCAGGAACTGCAGGTGTCCTCTCTGAGGTCCGG 
CTGCAACAGTCTGGACCTGAACTGGTGAAGCCTGGGGCTTCAGTGAAGATATCCTGCAAGACTTCT 
GGATACACATTCACTGAATACACCATGCACTGGGTGAAGCAGAGCCATGGAAAGAACCTTGAGTGG 
ATTGGAGGTATTAATCCTAATAATGGTGGTACTACCTACAACCAGAAGTTTAAGGGCAAGGCCACA 
TTGACTGTAGACAAGTCCTCCAACACAGCCTACATGGAGCTCCGCAGCCTGACATCTGAGGATTCT 
GCAGTCTATTATTGTTCAAGAGGGGACTACGGTACTAGCTACGGGTACTTCGATGTCTGGGGCGCA 
GGGACCACGGTCACCGTCTCCTCAGCCAAAACAACZ\GCCCCATCGGTCTATCCACTGGCCA 

F26G7-VH 

GTGGAGCTGCTCGAGTCAGGGACTGTGCTGGCAAGGCCTGGGGCTTCAGTGAAGATGTCCTGCGAG 
GCTTCTGGCTACACCTTTACCACCTACTGGATGCACTGGATAAAACAGAGGCCTGGACAGGGTCTG 
GAATGGATTGGCGCTATTTATCCAGGAAATAGTGATACTACCTACAACCAGAAGTTCAAGGGCAAG 
GCCAAACTGACTGCAGTCACATCCACCAGCACTGCCTACATGGAGCTCAGCAGCCTGACAAATGAG 
GACTCTGCGGTCTATTACTGTACAAGAGAGGGAATTCCCCAATTACTTCGGACTATGGACTACTGG 
GGTCAAGGGACCTCAGTCACCGTCTCCTCAGCCAAAACAACACCCCCATCGGTCA 

F26G9-VH 

GTGCAGCTGCTCGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCCGTGAAGATGTCCTGCAAG 
GCTTCTGGCTACAGCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGTCTA 
GAATGGATTGGTGCTATTTATCCTGGAAATAGTGATACTAGCTACAACCAGAAGTTCAAGGGCAAG 
GCCAAACTGACTGCAGTCACATCCGCCAGTACTGCCTACATGGAGCTCAGCAGCCTGACAAATGAG 
GACTCTGCGGTCTATTACTGTACAAGATCCGTTTACTACGGCTACGGGTACTTCGATGTCTGGGGC 
GCAGGGACCACGGTCACCGTCTCCTCAGCCAAAAC^ACACCCCCATCGGTC 

F26G10-VH 

GAGGTGCAGCTGGAGGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCCGTGAAGATGTCCTGC 
AAGGCTTCTGGCTACAGCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGT 
CTAGATTGGATTGGTGCTATTTATCCTGAAAATAGTGATACTAGCTACAACCAGAAGTTCAAGGGC 
AAGGCCAAACTGACTGCAGTCACATCCGCCAGCACTGCCTACATGGAGCACAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTACTGTACAAGATCCGTTTACTACGGCTACGGGTACTTCGATGTCTGG 
GGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAGACAACAGCCCCATCGGTCTATCCACTGGCC 
CCTGTGTGTGGAGATACAACTGGCTCCTCGGTGACTCTAGGATGCCTGGTCAAGGGTTATTTCCCT 
GAGCCAGTGACCTTGACCTGGAACTCTGGATCCCTGTCCAGTGGTGTGCACACCTTCCCAGCTGTC 
CTGCAGTCTGACCTCTACACCCTCAGCAGCTCAGT GACTGTAACCTCGAGCACCTGGCCCAGCCAG 
TCCATCACCTGCAATGTGGCCCACCCGGCAAGCAGCACCAAGGTGGACAAGAAAATTGAGCCCAGA 
GTGCCCACTAGTCAGAAC 

F26G18-VH 

TTGGTGCAGCTGGAGGAGTCTGGGACTGTGTTGCC-AAGGCCTGGGGCTTCAGTGAAGATGTCCTGC 
AAGGCTTCTGGCTACACCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGT 
CTGGAATGGATTGGCGCTATTTATCCTGGAAATAGTGATACTAACTACAACCAGAAGTTCAAGGGC 
AGGGCCACACTGACTGCAGTCACATCCACCAGCACTGCCTCCATGGAGCTCAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTACTGTACAAGAGACGGCTATGGTAGCCTTTATTACTATGCTATGGAC 
TTCTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCAAGGGC 
GA 

FIGURE 9 -1 
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F26G19-VH 

GAGGTGCAGCTGGAGGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCAGTGAAGATGTCCTGC 
AAGGCTTCTGGCTACACCTTTACCACCTACCGGATGCACTGGATAAAACAGAGGCCTGGACAGGGT 
CTGGAATGGATTGGCGCTATTTATCCTGGAAATAGTGATACTACCTACAACCAGAAGTTCAAGGAC 
AAGGCCAAACTGACTGCAGTCACATCCACCAGCTCTGCCTACATGGAGCTCAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTTCTGTACAAGAGAGGGAATTCCCCAATTACTTCGGACTTTGGACTAC 
TGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCTATCCACTG 
GCC 

F26G1-VH 

TGAGGTGCAGCTGGAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTGTCCATTACCTG 
CACTGTCTCTGGGTTCTCAT TAACGAACTATGATATAAGCTGGATTCGCCAGCCACCAGGAAAGGG 
TCTGGAGTGGCTTGGAATAATATGGACTGGTGGAGGCACAAGTTATAATTCAGCTTTCATGTCCAG 
ACT GAGCAT C AGC AAG GAC AAC T C CAAG AGC C AAGT T T TC T T AAAAAT GAAC AGT C T GC AAACT GA 
TGACACAGCCATATATTACTGTGTAAGAGATAGGGTCTACTACTTCCCTATGGACTACTGGGGTCA 
AGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCTATCCACTGGCCA 



F26G6-VH 

ATGGAATGGAGCTGGGTCTTTCTCTTTTTGGTAGCAACAGCTACAGATGTCCACTCCCAGGTCCAA 
CTGCAGCAGCCTGGGGCTGAACTGGTGAAGCCTGGGGCTTCAGTGAAAGTGTCCTGCAAGGCTTCT 
GGCTACACCTTCACCAACTACTGGATACACTGGGTGAAGCAGAGGCCTGGACAGGGCCTTGAGTGG 
AT TGGAGAGAT T AAT CCT GGC AACGGTCGT ACT AACT AT AAT GGGAACT TCAT GAACAAGGCC AC A 
C T GAC T GT AG AC AAAT C C T C C AAC AC AG C C TAG AT GC AAC T C AG C AGC C T GAC AT CT GAG GAC T C T 
GCGGTCTATCACTGTGCAAGATTAGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCC 
AAAAC AAC AC C C C CAT C G G T C 

F26G8-VH 

GTCCAGCTGCTCGAGTCTGGGGCTGAACTGGTGAAGCCTGGGGCTTCAGTGAAAGTGTCCTGCAAG 
GCTTCTGGCTACACCTTCACCAGCTACTGGATACACTGGGTGAAGCAGAGGCCTGGACAGGGCCTT 
GAGTGGATTGGAGAGATTAAT CCTAGCAACGGT CGT AC TAACT AT AAT GGGAACT TCGAGAGCAAG 
GCCACACTGACTGTAGACAAATCCTCCAACACAGCCTACATGCACCTCAGCAGCCTGACATATGAG 
GACTCTGCGGTCTATCACTGTACAAGATTAGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCC 
TCAGCCAAAACAACAGCCCCATCGGTCTATCCACTGGCC 



Neutralizing mAbs are in bold text. 
FIGURE 9-2 
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SARS-speciflc monoclonal antibodies. Light chains (VL) 5 nucleotide sequences 
F26G3-VL 

GGGCCCAGCCGGCCGAGCTCGACATTCTGATGACCCAGTCTCCTACTTCCTTTGCTGTATCTCTGG 
GGCAGAGGGCCACCATCTCATGCAGGACCAGCCAAAGTGTCAGTACATCTAGCTATAGTTATATGC 
ACTGGTACCAACAGAAACCAGGACAGCCACCCAAACTCCTCATCAAGTATGCATCCAACCTAGAAT 
CTGGGGTCCCTGCCAGGTTCAGTGGCAGTGGGTCTGGGTCAGACTTCACCCTCAACATCCATCCTG 
TGGAGGAGGGGGATACTGCAACATATTACTGTCAGCACAGTTGGGAGATTCCGTGCGCGTTCGGAG 
GGGGGACCAAGCTGGAAATAAAACGGGCTGATGCTGCACCAACTGTATCC 

F26G7-VL 

GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCATCCTCCTTATCTGCCTCTCTGGGAGAAAGAG 
TCAGTCTCACTTGTCGGGCAAGTCAGGAAATTAGTGGTTATTTAAGCTGGCTTCAGCAGAAACCAG 
ATGGAACTATTAAACGCCTGATCTACGCCGCATCCACTTTAGATTCGGGTGTCCCAAAAAGGTTCA 
GTGGCAGTAGGTCTGGGTCAGATTATTCTCTCACCATCAGCAGCCTTGAGTCTGAAGATTTTGCAG 
ACTATTACTGTCTACAATATATTAGTTATCCGTGGACGTTCGGGGGAGGTACCAAGCTGGAAATCA 
AACGGGCTGATGCTGCACCAACTGTATCC 

F26G9-VL 

GAC AT T CT GAT G ACC C AGT C T C AC AAAT GC AT GT C C AC AT C AGT AGGAG AC AGG GT C AG CAT C AC C 
TGCAAGGCCAGTCAGGATGTGAGTACTGCTGTAGTCTGGTATCAACAAAAACCAGGGCAATTTCCT 
AAACTACTGATTTACTGGGCATCCACCCGGCACACTGGAGTCCCTGATCGCTTCACAGGCAGTGGA 
TCTGGGACAGATTATACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCACTTTATTACTGT 
CAGCAACATTATACCACTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAACGGGCTGAT 
GC T G C AC C AACT GT AT C C 

F26G10-\TL 

GGGCCC AGC C GGCCGAGCT CGAC AT T CTGAT GACCC AGT CT CAC AAAT T CAT GT CCAC AT C AGT AG 
GAGACAGGGTCAGCATCACCTGCAAGGCCAGTCAGGATGTGAGTACTGCTGTAGCCTGGTATCAAC 
AAAAACCAGGGCAATCTCCTAAACTACTGATTTACTGGGCATCCACCCGGCACACTGGAGTCCCTG 
ATCGCTTCACAGGCAGTGGATCTGGGACAGATTATACTCTCACCATCAGCAGTGTGCAGGCTGAAG 
ACCTGGCACTTTATTACTGTCAGCAACATTATAGCACTCCGTACACGTTCGGAGGGGGGACCAAGC 
TGGAAATAAAACGGGCTGATGCTGCACCAACTGTATCC 

F26G18 -VL 

GAGCTCGTGATGACCCAGTCTCCATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGT 
T GC AG GGC AAGT C AG GAC AT T AGC AAT TAT T T AAAC T G GT AT C AG C AGAAAC C AGAT GGAAC T GT T 
AAACTCCTGATCTATTACACATCAAGATTACACGCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGG 
TCTGGAACAGATTATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGC 
CAACAGGGTTATACGCTTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAACGGGCTGAT 
GCTGCACCAACTGTATCCAA 

F26G19-VL 

GACATTCTGATGACCCAGTCTCCATCCTCCTTATCTGCCTCTCTGGGAGAAAGAGTCAGTCTCACT 
TGTCGGGCAAGTCAGGAAATTAGTGGTTACTTAAGCTGGCTTCAGGAGAAACCAGATGGAACTATT 
AAACGCCTGATCTACGCCGCTTCCACTTTAGATTCTGGTGTCCCAAAAAGGTTCAGTGGCAGTAGG 
TCTGGGTCAGATTATTCTCTCACCATCAGCAGCCTTGAGTCTGAAGATTTTGCAGACTATTACTGT 
CTACAATATGTTAGTTATCCGTGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGGGCTGAT 
GCTGCACCAACTGTA 

FIGURE 10-1 
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F26G1-VL 

GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCAGTATCCATAACTGCATCTCGAGGGGAGAAGG 
TCACCATCACCTGCCGTGCCAGCTCAAGTATAAGTTCCAATTACTTACACTGGTACCAGCAGAAGC 
CAGGATCCTCCCCTAAACTTTTGATTTATAGGACATCCATCCTGGCATCTGGAGTCCTGGACACCT 
TCAGTGGCAGTGGGTCTGAGAGCTCTTA.CACTCTGACAATCAGCTGCATGCAGGACGAAGTTGCTG 
CCACTTACTATTGTCAGCAGGGGAGTAGTAGCCCACCACACGTTCGGAGGGGGGACCAAGCTGGAA 
AT AAAAC GGGC T GAT GC T GC AC CAACTGTAT CCA 



F26G6-VL 

GTGCCAGATGTGAGCTC'GTGATGACCCAGTCTCCAGCATCCCTGTCCGTGGCTACAGGAAAAAAAG 
TCACCATCAGATGCATAAGCAGCACTGACATTGATGATGATATGAACTGGTACCAGCAGAAGGCAG 
GAAAACCTCCTAAACTCCTTATTTCAGAAGGCAATATTTTTAGTCCTGGAGTCCCATCCCGATTCT 
CCAGCAGTGGCAATGGCACAGATTTTGTTTTTACAGTTGAAAACACGCTCTCAGAAGATGTTGCAG 
ATAACTACTGTTTGCAAAGTGATAACATGCCATTCACGTTCGGCTCGGGGACAAAGTTGGGAATAA 
AACGGGCTGATGCTGCACCAACTGTATCC 

F26G8-VL 

GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCAGCATCCCTGTCCGTGATTACAGGAAAAAAAG 
TCACCATCAGATGCATAAGCAACACTGACATTGATGATGATTTGAACTGGTCCCAGCTGAAGGCAG 
GAGAACCTCCTAAACTCCTTATTTCAGAAGGCAATATTTTTAGTCCTGGAGTCCCATCCCGATTCT 
CCAGCAGTGGCAATGGCACAGATTTTGTTTTTACAATTGAAAACACGCTCTCAGAAGATGTTGCAA 
ATAACTACTGTTTCCAAAGTGATAACATGCCATTCACGTTCGGCTCGGGGACAAAGTTGGAAATAA 
AACGGGCTGATGCTGCACCAACTGTATCC 

Neutralizing mAbs are in bold text. 
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FIGURE 11 
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Figure 12 
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Figure 13 
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